Aims: To document the features of the socalled aplastic presentation of childhood acute lymphoblastic leukaemia (ALL) and to determine whether this prodrome can be distinguished from aplasia.
sented in this way. All four had reticulin fibrosis and increased cellularity in all or part of the marrow biopsy specimen. All were girls. Three had common and one surface membrane immunoglobulin positive ALL. Reassessment of this prodrome, by combining the features of four previously reported series of similar cases with the present one, highlighted the female preponderance (19 of 22 cases), bone marrow fibrosis (10 of 11 evaluable cases), prominent bone marrow lymphocytes (14 of 22 cases) and temporary recovery (all 12 evaluable cases). Six of 14 evaluable cases had bone marrow biopsy specimen appearances of apparently uniform hypocellularity, but only one ofthese did not have fibrosis. Conclusions: If, in addition to an aspirate, a bone marrow trephine biopsy is carried out the prodrome can be distinguished from aplasia in most cases. The similarity of this prodrome to aplastic anaemia is merely superficial. Clinicians and morphologists may fail to appreciate the implications of this mode of presentation ifthe term "aplastic" continues to be used to describe this aleukaemic prodrome of ALL.
The correct diagnosis may not always be immediately apparent in children with acute lymphoblastic leukaemia (ALL) who present without detectable blasts in the blood, even after bone marrow examination. Following an early suggestion that aplastic anaemia might in some children be preleukaemic,' Melhorn et al2 showed that "aplastic aneamia" in childhood which responded to steroids was in fact a precursor to ALL. Since then several series of similar cases3-and a number of individual case reports have been described. We present four more cases with a similar illness. not blasts, in the first marrow aspirate examined. Two had temporary recovery of blood counts before the diagnosis of leukaemia was made. Their prodrome is similar to that described in the previous series25 in several respects. We are reluctant to suggest that our four cases comprise yet another rare prodrome of ALL and suspect that they and the previously reported series are all examples of the same phenomenon.
Methods
Three of the present cases developed common ALL, as did all of those tested in one of the earlier series,5 but case 1, some of whose details have been reported already,6 is unusual in that her blasts expressed surface ,u chain without any of the other features of B-ALL. Too few cases have been described to exclude the possibility that null (as opposed to non-B, non-T) or T-ALL might present in this way. There is no evidence that these patients do any worse than average, provided they are not treated with steroids at the first presentation, but the numbers are small. The perceived benefit of response to steroids2 reflected an approach to diagnosis which existed before the widespread use of effective treatment for ALL, and is clearly outweighed by the risk of subsequent emergence of resistant leukaemia. Both children in this and the most recent series5 who were treated with steroids had central nervous system relapses.
Some differences in interpretation of the presenting features between the present four children and those previously described prompted a reappraisal of this prodrome. Fibrosis, present in 10 of the 11 evaluable cases, might have contributed to the poor cellularity of the aspirated marrow. Severe thrombocytopenia is not common and nine had platelet counts of > 100 x 109/1 at presentation. In most cases, therefore, the similarity with aplastic anaemia was superficial once full investigation, including bone marrow biopsy, had been carried out.
Nineteen of the 22 cases (86%; 95% confidence intervals 65-95%) described in these five series have been girls. It seems unlikely that this disproportionate sex ratio is merely due to chance. Of equal interest is the temporary recovery of haemopoiesis without specific treatment observed in all 12 evaluable children. This behaviour may induce a false sense of security which may be transmitted to their families.
The pathogenesis of this prodrome is obscure. In summary, the striking and most common features of this prodrome, other than its rarity
(1-2% of cases of childhood ALL), peripheral blood cytopenia, and the diagnostic problems it poses, are female preponderance, fibrotic bone marrow with lymphocytic, not blastic, infiltration, hypercellularity of some areas of the bone marrow of many cases and temporary recovery of the blood count. It should not be confused with the familiar picture of ALL presenting with few circulating blasts, because in such cases the diagnosis is usually obvious on first examination of the bone marrow, nor with aplastic anaemia. Perhaps the prodrome could more usefully be described as "aleukaemic" than as "aplastic". The difference is more than semantic. Prominence given to the term "aplastic" in earlier reports of this mode of presentation may mislead haematologists and clinicians and result in failure to appreciate the importance of a syndrome which few would now describe as "aplastic". It is a potentially recognisable preleukaemic prodrome in its own right.
